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5 ^m^m 

'l4Jil$!I^3i^;^^>^c^C^^l5^^-'^^> (Gonadotropin releasing hormone; GnRH 

#:j^^4^;V*>(Luteinizing hormone: LH) ■^Wi^MM^JV'iiy (Follicle 
stimulating hormone: F S H) f3:E(D^m^m^V. ^<Di^^. Wmm^ 

20 e.]il^^n§GnRHODa}N;i/^>f^fflSriitPb. L F S HfcC £OTS#: 
25 i — l/U >ti5c^MGnRH<7) 2 0 3*5:^^^ 1 0 O^CD^tt&^b. f^lS 
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t)^ttlC< iWb'&tlTS^a ZLn^Km^^t^^tiZ^ri^ GnRH^^ 

'ttMJSS-lE, jgcmtt^J^^. m#S8^^#^ ?LJS. ^^«s. 

(1) l)LHRH^##Trf~X ht>b<«T>i5^rf::iX h*;fej*^<^):^^:2) 
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(2) LHRH§^#:T:^::^X h>?)^*'J ^->^o 1/U >T^^t5fB (1) f3*^®E 

m ; 

:t^>-^hP>^ XiS^y ^/P-JV. ^^-!t>h'PP>. 

19-y hx^p >> J > H n p X5^;wx7. h v-y -;i/:fe J; 

(3) mmomm-. 

(5) T>KP-^~>S^'^T::fxX h:^>^^#X^P-r b*ttT>FPy>^^# 

rrfxx hT2b-5t&tB (1) mW(.(Dmm: 

(7) t^)v=t>^w^Mmtim^Lmm-r'^^mm (6) ib«©k^; 

(8) LHRHg^#:r:JxX b%b<«T>i5'=fxX h*J^c«^©iiS^iS[# 

(9) ^S$c'&M^Jj^^l^i$[M'N'-r ^P:*7:^-fe>'V^*^t&i3 (8) mW.(DmM : 

(1 0) ^;K(M^-r i7P:^:/-fe;l^*^2^^I^J:lC^5fcoTLHRHS#^T:fX 

:?!7y'fe;VTfe^HtrS3 (9) wBm<^)^^ ; 
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4 

(12) ■w^i^^miLmmmm.i}^T>]^ny>mm^^'(:$>^mm (id 

(1 3) T>FD-ir>^W#:T=f::iX h;O^^XxP-r FttT>HDy>^^#^ 
yzf:nx hT^^tiflB ( 1 1) fB«<^^J ; 

5. (14) X7=-o-r F14T>FPy>^##^Tzf-X h*^, -xfc HDXtfT> 

+ ->p^>X^P>'> ^ P P^X h7.^P > T-fe-T-- ^-x-/ P > T-k^ 
-h^ ^r^-^^ hP>^ XiS'/ VP— ^'^If/l^— JU. :t^i^->HPP>. 

^(DigT^^MgB (1 3) IBi^CD^J ; 

(15) T> FPy>SW#T3Jxx b;?>^^#X7^P-r F'ltT>Hay>^^ 
#:T3fxX hT^SMIB (ID- fB«®5^J ; 

15 (16) ^Xt^-p-T H'14T> FP<Jr>:S^#^T:ixX hSfet*^©^^"^^ 

(1 7) M5ilii^^ffliia5&^T> HP^'>iS^^'l4"rfe^WtB ( 1 6)l3m©^J ; 
(18) Pi¥L»J^tC^UTLHRH^^^TP^XX h b < JIT P'XX 
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(2 0) lt?LlJj«^l-*fbTLHRH^^#:Td'— X h b < >i57 rf- X 

(2 2) PS?LWl#J^C^bTLHRH^^#:T=fnX h%>b<J*T>i5^::f::iX 
fctt^(Di^©*?i«iT> Fo^'>^^f*TrfnX bSfcJi^^i^©^^ 

(2 3) Pf?Llfl%l::^bTLHRH^^#:T^'::i7. h b < >i5' rf:nx b ^ 
fe«^Oi^®W^«txx hDy>^##:rrf::iX 

fti^m'&^-&T^^bT?L^ssfc«^^^s?&il/^bfe^. ^^^m^fci-^ 
(2 4) 1) y>]^uy>-mm^^o)miLmmmmzy>\^uy>^m-i^'r 

> F >i^^ftj5t{g-Fb;'cJ^^«LHRH^#^*^T::f-X b b < «y >i57 
h^J;n^tn:T>Fn^>^7&^^,^tin§ 1 b < 2 ©^b-a-«^*;^c 

(2 5) 1) T>HP'i7'>^^^*:T=fnXh^feJi^®:^^:2) LHRH^^#: 
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6 

(2 6) s ^ ^ui^^v 5^(Dmmmm'^\z^-^m^wKim^^nB (25) 
5 (2 7) 1) ji7.htiy>-mm^ii<o^m^r:LU^'Bmmm\zjLxhuy> 

(2 8) 1 ) XX h ny>^^#:7'::fxx h^fc«^(D:^<h 2) LHRH^^# 
T:^xx h feb< JiT>^n'xx h:feJ;tJ^mxx hDy>m>&ie>3lJ^n^ 
15 1 feb<t*2<D>ft;'&4^*fe«^©i&t^^Sl-^^*^-^-r'5WSa (2 7) 

(2 9) 3-ir^;^j:Vib5¥©»!^^3§f^JC^-^^^^D#^SMfa (2 8) 

20 >^##:T:^xX b*fe«^0±t0^ffi ; 

(3 1) M5iM©^l5^Sfe«?&-^ffl^J©Kifi®;^8e)©#^X5^D'r F'I4T> 

(3 2) 1) LHRHg^#:TrfXX h b < «T >i5' zf XX h^fe«^®±t<h 
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7 

(3 3) 1) LHRHg^#:Trr-X h b < «T > ^5^ " X hSfcft^CD^^t 

(3 4) LHRH^^#:TrfnX h b < ttT ^iS' d'n;^ h}?>?LHRHg^#:Tzf- 
X h-r^^t&ta ( 1 8) . (19) > (2 0). (2 1), (2 2). (2 
10 3) . (2 4) ^TcU (2 7) V^^ftlJi^ 1 3StB«(^?^i^fe ; 

(3 5) LHRH^^#:yd'-X h;i>^^U a.-:/D l/U >Tab^*triB (3 4) mm 

(3 6) LHRH^^#:Td':=:X h b < T h /^)UHRH^^#:T ^iJ' 

rfrix hTab^tufB (1 8) . ( 1 9), (2 0). (2 1 ). (2 2). 
15 (2 3). (2 4) (2 7) 1 3Siam®?^|g^ ; 

(3 7) T> FDy>^^#:Trf-X h*^*X5"D-r h'feT^ H >^^#: 
T::f:nXhT2&St«rlB (1 8) . (2 0) . (2 2) (2 4) Vifn 

(3 8) X5^D-r KttT> HD>^>^##:Td'-X hti^. Koxtf y> 
— h. :t^iy^ hP>. X^V l/P— :7 tI?— :t^tf->HPP>. 

i9-y;p7=-x hx-T-p>. y;i/Xi$^> FPP>. x5^;i/xx hix/— 
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^(D^x'h^mm (3 7) mm<Df^mm; 

(3 9) T> HPy>§^#:Td'-7. h'/j^T.^U-i H-ttT > F P <^r^>g^ 
h-V$>^mm (18), (20), (22)*fetA(24) V^T 

(4 0) T> Fn^>^^#:Tzf:nx h*>fej*^®i^^ 1 B (CO. OOlmg^^cC 

b2ooomg, i^Tciitm^miz^nx^-^-r^mm (1 8) . (20). (2 

2) (2 4) ViTtlJ^^ l^fBm©?^^}* ; 

(4 1) XT; hP'J^>^##:Trf-;3; h/?)tX7^p-r 1^14^;fet»;^5^p-r K 

10 ttXX hP<ir^^>^^#:TP'nX hT^^MIB ( 1 9) , (21)s (23) 

^fe(* (2 7) \^^'rn:fy^imvim(Dmmm:^^zs 

(4 2) XX h py^gm^TP'xx h}0^\x7> h^e:^:^--;^. XT. hP>, 
xxhU:t— Ji'. x-T-'i';!/^:^ hP— >^x5^;i/X7^>r h p— ;i/*3 

15 ^fc«^0±tTa5'StufS (19), (21), (23) ^fc^t (2 7) 

0 1 «LNCaP-FGC^:LNCaP-hr (T > H P^ >iii^^14|5^) ^y'T.hX'rU 
m2\tmk PCa 2btMDA PCa 2b-hr (T > H P^>i^^^14^) ^^-X h 



25 
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LHRH Ti-U^ : zi> h^/^^—z^X T>H A° — X ^ 5=- 
(Treatment with LHRH analogs: Controversies and perspectives) 
L/^)Vy^/> /^fVyzy>'^ (^) (The Parthenon Publishing 

Group Ltd.)^fTl996^] , #^^3 - 5 0 3 1 6 #li¥3 - 1 

10 01695-^. R7-9733 4 ■%:fecfc <CJf|^ 8 - 2 5 9 4 6 0^{e^muaiZ 

(Pyr)Glu-R'-Trp-Ser-R='-R3-R*-Arg-Pro-R'' (I) 

R'«His, Tyr, TrpS75:«p-NHj-Phe^ ; RH^Tyr^fef^Phe^ ; RHiGly 
*fc«ffJ^«$#bTViTfe J;ViDM©T^ y ; R*«Leu. Ile*;^ 
15 «Nle^ ; RntGIy-NH-R" (R««7KmM^*^Jl7j<^«:&^bSfe«Wb;5:V^ 

b75:ViT;p^;«. ^rz\^^u^ (-nh-co-nh^) ) $^-r] T?^$n§ 

20 j&^9 STO a-D-T^ D-Leu. He. Nle. Val. Nval, Abu. Phe, 

Phg, Ser. Thr. Met. Ala. Trp, a-Aibu) StlSo ^Tc. mz 

^n^m^^tVT\t. m^itteTt-f^-JV. tert-:/h^i/. tert-^^h^^^ 
->i:}JV^:=-JV. y5^;U. >^y5^;i/, hUy5^;i^. 2-±y^)V, ^>|.Mj;^-3- 

25 (1) R'^rc\tR''iz^n^T)v^ji'mtvx},t. m^itc^.^7)]^^ji'm 
r/^;!/, ^vy^ji'. sQc-'^^ji. tert-:7'^;vjj>^fflvie,n'&. 
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5 tf^ffl#ff ^3, 853. 837-^, 1^^4, 008,209-^. |W|^3. 972, 859#. 

^1, 423.083-^, •:ruiy—y'^ • -If • :J->'3 • 7*5^a - • 

(Proceedings of the National Academy of Sciences of the United States 
of America)^78#, 065O9~6512K(1981#)^fC|Bm(^;^?£^'5 V^^^in 

^^^\^ (I) $f tiTIBcD^ (a) ( j ) ©ViTn^a^T^^o 

(a) Uo-— l/U > CLeuprorelin, ( I ) {C43 ViTR'=His, R^=Tyr. 
R'=D-Leu. R*=Leu, R*=NHCH2-CH3T2b-5^:;^^ ; 

(b) d':^Hl/U> (Gonadrelin) 





'CO-His-Trp-Ser-Tyr-Gly-Leu-Arg-Pro-Gly-NH2 

15. H 

CF-r^y#fl^m2213737-^] ; 

(c) Zf-tU^J> (Buserelin) 

C(CH3)3 

O 



X3s 



N 
H 



CO-His-Trp-Ser-Tyr-NH-CH-CO-Leu-Arg-Pro-NH-CHa-CHg 



C*ffl#i^m4024248-^, F-f :y #1^^243835 2-^ > #f?gHS5I-41359-^] ; 
20 (d) FU:/hl/y> (Triptorelin) 



^mm (mm) 
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0^^|sj^^CO-Hls-Trp-Ser-Tyr-Trp-Leu-Arg-Pro-Gly-NH2 
H 

C^a#ft^S4010125-^. #^BS52-31073-^] ; 
(e) dttUV > (Goserelin) 

C(CH3)3 

O 

I 

CHs 





O ^f^-^ CO-His-Trp-Ser-Tyr-NH-CH-CO-Leu-Arg-Pro-NH-NH-CO-NH2 
H 

C^H#fP^4100274-^> #|^BS52-136172-^D ; 
(f) i-y7UV> (Nafarelin). 





0^\|^^ CO-His-Trp-Ser-Tyr-NH-CH-CO-Leu-Arg-Pro-Gly-NHg 
H 




C^ai^ffll4234571#. #iiBg55-164663#. 8863-264498-^, Wmm 
64-25794-^]' ; 
(g) kT. hl/U > (Histrelin) 



tmm: (mm) 
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N- 

I 

CO-Hls-Trp-Ser-Tyr-NH-CH-CO-Leu-Arg-Pro-NH-CHg-CHg 

H 

(h) 5^Xnl/U> (Deslorelin) 






^ISI CO-His-Trp-Ser-Tyr-Trp-Leu-Arg-Pro-NH-CH2-CH2-NH2 
H 

C^IlI#I^m4569967-^. ^ffl#f|^^4218439#] ; 
5 ( i ) p^T^-l/U > (Meterelin) 



CO-His-Trp-Ser-Tyr-NH-CH-CO-Leu-Arg-Pro-NH-CHg-CHg 

H 




CW09118016D ; 

( j ) UzyUV > (Lecirelln) 





CO-Hls-Trp-Ser-Tyr-D-(3-CH3)Val-Leu-Arg-Pro-NH-C2H5 
H 

10 C^;l/^-#fi^ll897455-^, #liBS59-59654-^3 ^fi^m^^^tl^o 

m^vfc^ (c) ~ (j) tc::feViT^ ^ (I) (DRHzmm-r^Ts. ymu 



# ;t ffi ^ (^11026) 
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LHRH^^i^Y>^zl-7. hizhT\t. M^^i^a#S^m4, 086, 219^. 
1^114, 124,577-^. 1^^4,253. 997-^, 111^4, 317. 81 5-^T|g^$n;^ %> ®> 



5 c^«=f'> xfi7fcms/^«^h^bHP:7U;P':^;i'jJ^4^it5 Q«7jcm* 
T. ^T'^K (II) t^^-r^^tf)^^^^ ^rc\t^<Dmf)^m\^^?^n^o ^ 

10 {;i$f^b<}i(2S)-7^h^b FD>'U;^;^7;I/7}^^^t^5 H-rfe-So ^fa. A\t 

ffi#:;0^'#ffi-r^o ^y°^F (II) ei<^J:"5 5^^^Mtt#:<i:bT. 
15 ^>^5^F (II) (Di^tbTJ^, S^^U<«. ^S^et)J3f|^#$n^m;?>^IB 




CH(CH3)2 NH-B 

CHa (CH2)4 ^ CHs 

NH-CH-CO-NH-CH-CO-N-CH-CO-NH-CH-CO-NH2 

CD) 
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<\t^mm. mm. mmm. ha^?^. mm, :/ptf^>m, h^jyjv 
:tummn:a) tom-T^^^^ (id (Dm\t. mz0^i^<\twm 

^y^^F (II) Sfctt^®^^^. ttf^V<\tTB<D^ (1) ~ (4) 
5 ^, 

(1) / 3-CONHCH2COD2Nal-D4ClPhe-D3Pal-Ser-NMeTyr-DLys(Nic)- 
Leu-Lys(Nisp)-Pro-DAlaNH2 

(2) / \-CONHCH2COD2Nal-D4ClPhe-D3Pal-Ser-NMeTyr-DLys(Nic)- 

O 

Leu-Lys(Nisp)-Pro-DAlaNH2 * m(CH3COOH) 

esc 4".- mfil y^^ViL 3 (DH^^^-TD 
(3) 

/ 

NAcD2Nal-D4ClPhe-D3Pal-Ser-Tyr-DhArg(Et2)-Leu-hArg(Et2) -Pro-DAlaNHj 
10 (4) 

NAcD2Nal-D4ClPhe-D3Pal-Ser-Tyr-DhArg(Et2)-Leu-hArg(Et2)-Pro-DAlaNHg 
• n (CH3COOH) 

tutBUfe^ (2) ^^xs,i4) m^it\tmmmm^^To ^^^)^ (in 

15 ^r^\-x^<Dmt. $e,(e:$f^b<J*MIB (1) (2) Ta&D. ^^tcc: 

(ID Sfctt^cDiit;^, <tk^<D:^m^ mxumm^z-m&^^ (ep-a 

413209) , z^y^—^)V':t':f':^^-(^'^J\^-'^^^hV— (Journal of 
Medicinal Chemistry) . 35#, 3942S. (1992) :^a\zmm(D:^m$>^^^ 

20 \t^n\zm'r^:&miz^Kimm-v^^o 



m^mm (mm) 
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^ ^izi'i.LHRH(Dmmi^'r:$>^mm^^'f^}^ (usp 5.140,009, usp 

5.171, 835) . (#PBBS61-191698-^^^) . 2^ 

#^^5^ li^^ — i-)V':t:f-^y^^ '>^;l/-^5X h U — (Journal 

of Medicinal Chemistry), 36#. 3265-3273M. 1993^] t^^i^m^^^^t 

0S62-116514 ^^Am. WO 95/28405 ^{ikm (#IS¥ 8 - 
2 9 5 6 9 3^) . WO 97/1 4 6 9 7 -^^^ 9 - 1 6 9 7 6 

7 #), WO 97/1468 2^^^ (#ll¥9 -169735"^) . W 
O 96/2459 7-^^^ (ii#ll¥9 -169768-^) U^^^Uz^^ 
10 ^7^^ >^:^;^ 'Jr^X h U — (J. Med. Chem.) 1 9 8 9^,11 

32^. ^2036-203 8 K7S:£{-fBm©{b'&^fcJ:^^MV^^. C i:/^)^^T? 

l/U^X.-fehal/U^^X> 5-(N-^>>?;V-N-p^^;i/T5 7 p^^;V)-l-(2, 6- 
15 -jyjV:tU^>i^)i^)-Q-H-(Z-^ h^-^OU-i F) :7 x -;i/]-3-:7 

xy [2,3-d] trU 5 5^>-2,4(lH, 3H)->^:t>. 5-(N-^ >>^;l/-N-p^ 5^;i/T 5 

7 >^ 5^;v) -1- (2. ^--jy)V^u ^ > v^;p) -6- [4- iz-i- h ) :7 x — 

;i/]-3-:7x:r;U^X/ [2, 3-d] t! U 5 i^>-2. 4(1H, 3H)-:^:t>> 5-(N-^>>? 

;i/-N-^ T 5 y 5^;i/) -i- (2, e-i^ y d ^ > v';!/) -6- [4- (3-x5^;v 

20 "^l^-r H):7xZi;l/]-3->'xx;i/5^X/ [2.3-d] tf U $>?>-2,4(1H.3H)->? 

#:T3'xx b t#^X5^o-r FffiT/ FP^'>^^#^T3'xX hSrfflVi^ z. 
25 t?&^T#§o 

H PXt^P > (dehydroepiandrosterone) , hX^P X testosterone) > 
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>?t: F h>^-r Ci > (DHT: dihydrotestosterone) , 7>]^U7.y^>i^ 

■ty (androstendione) fi.Eonm'^T y'^U^>^^XS:^7.d' J uy 
(Mestanolone) . :^^->p^X'7^0> (Oxymesterone) ^ p<^>HDX5=-y 
uy (Methandrostenolone) > y }V^^y :^7.J'Uy (Fluoxymesterone) ^ 

5 ^ p Ot^X h X5^n > T-fe-T-— h (Chlorotestosterone acetate) . p^-t" 
/ P > T-feT^— h (Methenolone acetate) , :t^->;^ h P XOxymetholone) , 
7.^ J'Ju~)V (Stanozolol) > :7^"tf3l^— ;V (Furazabol) . -t^-^y^ 
uuy (Oxandrolone) , 19-/ h P > (19-Nortestosterone) x 
y;PX^>FPn> (Norethandrolone) . X^;l/XX hi/ 7 — ;V 

10 (Ethylestrenol) , / ;i/7}^ 1/ b > (Norbolethone) f^EO^^TyYu^ 

HP7=-X VTsf-uyfS.E'V^^. 

XX h py>^^#:T:=fX7. h fcbTJ*> XX b ^>^:^— ;Kestradiol) . 
XXbP> (estrone) , XX h U (estriol) J^C^^XxD'f HttX 

20 X h P-y>^^#T^XX h ; Xt^-T h P— (s t i Ibestrol) > 5^ 

x^;PXx-f ;i/^X h P — ;i/ (diethylstilbestrol) . ^^-feXbP — ;}/ 
(hexestrol) ?5:£CD-&f!KxX h P'J7*> (^Xt^p-T FttxX h p^Jt'X ^ 

XX hu^y^m-^f-r-d-T. h^bT«. MtB®'ft:'a-t/$^^-esfe«2 

25 m±®/fb-&tl^a^feii:TfflV:kS $f * b < «XX h 7 >^:t- 

>?x5^;l/X-5^-f ^W^X hP— ;Vj^j:«HT2&^o 
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V:7:t=^^>'7x>, TSE-4 2 4. S E RM- 3 3 3 9 ^fe«S P C - 8 

10 fSi^^'l^mtl^XU. m^U. (1) LHRH^^#73f::iX hfeb< ^^T 
n-g)^— <Dm^J(D^#, (2) LHRH^^#:T:^Z1X h%)b< «T>t5^:^ 
aODia^J©!^— ^#^IS&TCDNfitS#. (3) LHRH^##T3*^X h'b 

Lxn^n^2m(Dmm(D\s\-'n^m^-v0mmm^^^^x(D^^. (4) 

LHRH^^#:Trf:::X h%)b<fiT>:$':^::iX h<i:T>Ho^'>^W#: . 
©IWlPfS#> (5) LHRH^^#:73fn:^ h'bb<«T>^=f:::X h^T 

25 bny>m^J:rJ^^Jn:xX bn^'>^iLT^i, X5^n-f bftfeb< 
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5 >'^^->:7a:>, TSE-4 2 4, S E R M - 3 3 3 9 ^ S 

P C- 8 4 9 QfS^EOS ERM (selective estrogen receptor modulator) 
; ER down xegMl^iorUE^m^^^ ^ hifiX^^ti'^. $SJCtrLT>Hn^ 

10 

x-feU>. I^m^ Fn4^'>:/nyx5^n>. g^m^^x b JP. 

15 huy>> ^/i;i/hU'>>. ^D^i/:7x>, :t;i/^n^:7x>. i/3j^;vp^ 

FDD^5>7x>> xtf^::rx37y— 7.;u4=;>^x5^x;vxx b ^e^:^ 

i/bDv^-;i/, x:^^-fe;*x^>> Ji^ay— y :t y. y^y 
20 v^o-;i/;5:^) > ^ a-v-^'^ ^—^l^mn mx\t. -t-x-xU F. X 

2 PJi$^ ; WO 93/23420 ^fc«Bil©'fb^%. WO 95/112 5. 4 

=1^ y -4-X'tf-4. 7 i3 -5^ ^;i/-l 6 /3 - (4-il7 D P :7 X y ^ -5 a -T > F D X 
25 i5'>. 3-:r^y-4-T1f-4,7]8-e?^5^;W-l6i3-(:7T:7^-»-5Q!-T>FP 
Xr^'VTSi^COS Q!-l/i§^^^— If 1 Pl«m ; WO 95/0792 7-^JC|Bm 

oD-fb-o-ti^ 3-:r^v-4-Tif-i7j3-(2,5-b ux;v:tp>5^;u:7x-r 
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i:;^t-e^^o x^p-r H^-r ycDfb-a-ti^bTt*,' -e^i^t^^ wo9 2/1 5 

4 0 4, wo 93/20097> EP-A 2 88053> EP-A4132 
10 ^i^^bTJ^, ^SJ^^i> 4#MBH6 4- 8 5 9 7 5 JcM^$n:^c (lH--r5 

1 p^^;i/ej^^>x^^i5'*i/-;uM^^^ wo 9 4/2 

7 9 8 9, WO 9 6/1 4 0 9 0*3J;OTO 9 7/0 0 2 5 7 ICli^^n:/^ 

:^;i/A'V— wo 9 5/0 9 1 5 7 icPi^$nfeTi/-;uM^^, 

USB, 4 9 1, 1 6 1 JC^^^n;'blH-^>X<5r§^^/-;l'^S^> W 
15 099/1807 5 l;iM^$nrci^t Fn:t-:7^ V'>^##:, WO 9 8/3 
7 0 7 0, WO 99/54309, WO 00/78727, WO 01/30 
7 6 3, WOO 1/3 0 7 6 2, WOO 1/3 0 7 6 4 J^i: .if tlfe-ftS 
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15. #fe^ttM5:Lj3i0^«. ^^t^MDA PCa 2b/&^#5i$n;feJ;-5;^#mifeJ-fe 
20 ^MDA PCa 2b«fflfla!i* ( Jltl 5* Ol*«ATCC?&> 6. A^T#§) tS.E') ?&5^ir:3 
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mysi^itfi. rct^\t2. 5~lln g/m 1 : Bl^^^:^-r F ' 9 5 . :5: 
10 oTVi^ i:Vi;l§e 

15 fSi^f)^. TdtX^tX-T. h^i^:t—JV'V$>nU2 0~ 5 0 0 p g/m 1 : mm 

9 5. x^^) \zmm'r^^miz^_^^x. mm^^is^m-^ntwt 
mi^<Dm^^-^^ K> . mmmm'T^'mmm<Dmmf)mM'^tL^ hh< \tmmm 
(Dxx h >mm.\zn'^t ^mm^zi^i^^xmm-^^iSim-^ nn\t. xx hn 

y * o T ^ ;1 ^ o 

20 -^mfSimiim^^ ?L3S. ^^JScD^if;^^ Garnick.M., . 

Scientific American, 270, p72-81, 1994; Garnick.M, Annals of Internal 
Medicine, 118. p803-818, 1993) \Z^^. 'mmfl^<D'\i^)V'e> (T>Fa 

y>s.t>*xx hDy» izM-r^m^^^ m^\itmmsk(Dmm<Dmmizj;: 

25 mm^^. mm^ m^^^^^ M^*pt-rp<-v^>^ (mrd , x^, m 
mnw^Mm. cATx^^>> j'^^:^':/>'-uEiz^'DxmiLm mm) . 
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^TamiLm'^omnomm^t. miimwi^^utfim'c^^ p s a (prostatic 

specific antigen. MAim^^Jal^) ^^{±1^ ^ ^ <h «±: o T feffi^tCfr 5 ^1 

myLmm(D^^ • mmmthx7>\^u^>^m^r:2':=-:^h^i&-^t^m 
mi!}^&m^m\z^nxm^'r^chf)^x^^o 

:^^m\Z^\^^X. LHRH^^#:Td'XX ifeii^f^. 1 HI 

20 ab;/^0> ^0. 0 ImgTfeVib 1 0 Omg/kg#:a. $?^b< «^.0 . 0 2ingy^cj: 
• V^b 5 Omg/kg^a. ^ e)tC$f «0 . 0 5 mgi^cCVib 2 Omg/kg^ 

\ZMV) JC^ViT«> -|EltCO^LHRH^^#:ya'XX h^ill^l^O . 0 
25 l)&>e> 5 Omg5gS. If *b< tli^O. lid^S) 2 Omg@S, J:JDi?Sb< . 
«f50. 1/5^ e. 1 5mg5gfi&^T^§Vi«^^|:^lC^#-rnf^J;V:>o 
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^^iZ\t. ^Aomm (#:m6 0 k g{C^b) tCcfeViT, -©{CO^LHR 

^AOmm (#:a6 0 k g J^^b) iZ^l^^X. — HI iCO ^ L H R H^^^T 
h^a^^O. 3 Omg@^. $f^L'<«^0. 1 e> 2 0 m g 

J:D$?^b<«^l;6^e> 1 5mg@m^>feTa5^v^»1©^f^i-^#i" 
10 ntfi:V^o 

LHRH^^#:T>^::f::iy^ h(D^-^SJi^ $f ^ b < «^l~3000ja 
kg/H. J; D$F* L/< J^^l~2000At g/k g/B> ^ e> iC$f ^ b < Jil^l 
~1000m g/k g/HTa&^„ 

T > H 0^>S^#:Trf-X h<D^#aJ^O. 001mg~2000mg/ k g/H , 
15 $f Sb< «^0.01~500mg. ^izm^VOt.. ^0. 01~100m g gS^^ 

^in^m'^iB i-4m\z^nxi^-¥-r^o ' 

XX b □'5r>^^#:T::f::^X h©^#»^*0.001mg~2000mg/k g/0, 
$f Sb< «*50.01~500mg> $e>}C$?^b<«. ^0.01~100mg@MT$) 

20 titT> Foy>^©^#ft«0.001mg~2000mg/'k g/B> $f^b<t*^ 

o.oi~5oomg, $e»^c§f*b<«. ;^o.oi'-ioomg@STa5o. cin^a 

-^1 B i--4mi^z^nxi^-^'r^o 

t?iXX bny>^(D^#««0.001mg~2000mg/k g/B. $f ^ b< «^ 
0.01~500mg, $&^C^ifSb<«. ^O.Ol — lOOmggST^D. Cin^ii 
25 ^ 1 B 1 ~4lElfc:5^ttT^#"r^o 

mm. ui^mizj^^mr^^-^^. lhrh^^^ 
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^iS^J^»lC^bT)1^0 . 1 — 9 5 % (w/w) ttcJ; 
tCtJf o T$S5i-r § ^ <h :^>^ T # S c 

^fe, (1) :$immmm(Dmmm^i&-^-r^^tt. (2) ®$e>{cffi® 
tD^^z.h\z^K). ^y)i^m^izm^'^m 'mm-t^^t-^^-v^^. i^mm 

^Td. :^^BM(Dmm^rd\^^^m<DmmM^. mx\t (i) (2) 

20 T>5^::r5">->>II^cJ;^^fflVi^#ff<b^;^^. (3) ittfe^^fe, (4) 

ummm. (s) mmmm. (6) u—if-mif^m. (?) mmmmmfsia 

mxit. ^mm(Dmm^rc\-t:^mm(D^mM^^m^<Dm^rc\-tmz. 
^vi«;ine> 2 , 3mt:w^t)'^r:if^mm^rc\-twzmm-r^^^\zj^^x. 

25 M^^^(Dm.±. MMM (Disease-Free Survival) (DMA. ^^^$>^^^ 
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^^^JT.u'^^z^ytiiEo^^i^n^^ o^-^. (ii)^« 

m • f^mM^BO^-^ mik^^^tS) . mmP^I^-^ (bolus. infusion, 
10 ^a^-^^-^ty) > ^T^^XSm^ (bolus, infusion, ^Wc^^^t^) . m 

20 R^u^-t^^tuf^x^^o :i(D^^\z. ^m^<DWz^Bm<Dmm^rc}'^ 
L-r^miLmm(Df^'Mmx$>^. 
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(2) PflL»J#llC^bTLHRH^^#:y:if-X h'bi^ <\t7 >^ z^ziT. h^Tz 

(3) Pt?L»Jt>t^*f bTLHRH^##:Trf:^X h b < JIT >^ h^J^ 

(4 a) 1) y>Yuvym^^'^<}^mtmnmm\z.yyy^n^>^^^y 

(4b) 1) T> Hn-y^^^^:^'^.^ 2) LHRH^W^!^ 

1 t>b<t*2 ©Yb-a-^^fcfi-^CDi^iiSr^SlcW^aS^-rSltrlB (4 a) 
20 (4c) 3 -jr^T^C^/^U 5^(D^^^iimiC^#^^^D#;l^tat3 (4 b) 
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(Cancer Res, 54, pl566-1573). LNCaP-FGC«iia}i5; if] 1 1^ l^^;KD«-&) 

HD-ir>^^ft/6^^aS(D$fflJiad: D fcl^V^JS-a- [M^J^LNCaP 104-R2^Jia 
(Cancer Res, 54. pl566-1573), LNCaP-hriBJia;^ ^] ) ^^f^JO^M^bX 

A^^LHRH^##:T:=f— X hfS:E)tSiE(D^-^iZ^r)MAB (Maximum androgen 

25 «T>^:^3iX hCDm^mmizmtci'^m^. LHRH^^#:T:^r.X b'bU< « 
T>^n*::i;^ h<50^#&i^tt75::«>>'6ff -5 ;i.fc55>^^T#§ ^ LHRH^ 
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(6) m^Wjm\zMVXlim^^i$iT:^:=.:^ h b < JiT>^::fnx h 
t^^(DltoW^a^:xx hoy>S#f*T3*:nx h^:^«^0:^<DW^a 

20 (8a) 1) JL7.hi:i^>mm^^(D%m^r:ii-^l^'BmmmiZJL7.hU^> 
iiaMc^xx h D^>i^^14*^^Tb;feJ^'&mHRH^^#:r ::^xx h b < 
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(8b) 1) JL7.:hU^y^mi^r:J=:-7.h^rc\t^(Dmt2) LHRH^W#: 
1 feb<t*2(D'fb'&^^fef«<^li:<h^^SJC^^«^#-r^WI3 (8 a) 

5 (8c) 3^nrji\^^v5^(Dmmmmmz^^m^w^m^^Mm ish) 

20 '|4;&til^(Di^Ji^a:|pIl/^;l/C>iJ'^) ^l^-^-r^t^^ XX hny>^##:Tzf 
XX h^feJ^^Oii (^iffliilOXX hPy>^Stt:*^3llt®^liack^3 

25 3 ^nif}^&5^. ^ff^b<«6<5r^¥:0>^4¥, J; 0 b < « 1 ^ 3 
l.rc7l)^-z>X. — ^^^^LHRH^W^*:Tn*XX hfeb<Jd:T>3'^XX h (f!l 
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5 ?S:75^^&XX hOdr'>^^#:T:3'XX h&^^f^^iifeT^^b. LHRH^^ 

m^j {m\z^wm^^ ^uti':^'^)v) n.Eo^^^n. m^iih^n i^w^^^ 
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(^d, #uy;v^— h8 0 (tm) . hco-5 0) t^^tmrnv 
xhJzi^^o ^^mtLVx\t. mxit. :J'^m. :k3.muEi)^m^^^n. mm 
20 iii&^jT$>s^s#m^>>^;v. ^>z^)vrjv:i-jvf3i^hmmvx%j:^^o 
sfc, tutBM^j«. «3i;5tt^, m^^t. ^jymmmmm. mm-rh 
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mx\t. #piBS 60-100516-^, wmme 2-2oi8i6-^. wm 

^4-32 1622-^, #^¥6 -192068 #li¥9 - 1 3 2 5 2 
5 4^. #M¥9 - 2 2 14 17^. #IS¥ 1 1-279054 ^> WO 9 

9/3 6 0 0 9 9^<i^mf3ia\z^m.<D-:;^mz^^'Dxmm-r^^ti)^'v^^o 
mm<D^t^m^mM(D^'Vh. w\z^m^4- 3 2 i e 2 2mz^m-^nx 

10 

^^2 0%7S:Vib7 0%(W/W). 0*U<«2 5~6 5% (W/W) . 

15 f9^?*b< J* 3 5 — 6 0 % (w/w)^^!^, einic:jK''^"e2&nt^if ^^>> 

e:tie>C!>F*37Kffl?^4'tCJS. LHRH^^#:T::fr.X b t)U< «T>^::^- 
25 J:f3»*b<J*@^mUzL-yai^U» ©3^5£^b^JtbT. T;i^::^k if 
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;i/->3 sffiSCDTK^Bff icjpA. w/o/wM® 3+sx-7;i/->3 

V >J3tJII^^XX5^;i/[Tween 8 0 > Tween 6 0 . T b *t] . 

7}?U:t^->X^l/>t*T->?*m##:[HCO-'6. 0. HCO-50, 0^^ 

0. 0 5 %;6^e> 1 0 ^©igffl-efflvi&nso 
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:/Hr>i^7&^)<&iJD;lTfe '^-mx^n\tt1mM.V. MEET 

(D-v^n\t^<. m^\t. i^u r3>?ft, rf*7?fi. n->?ffi. m^^^ 

^Wi. ^i^^tlyXmO . 5~ 1 0 0 0 firaCDrnm-A^^Vf ^n. ckD^f^b 
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lit. ^2 7a:vib 1 0 0 p.m(Dm.m\z;&^:ihi)m±v^^o 

15 ?Lm-^U r3-;i/mM'^# (UT. #U 5^ F - c o - U ^ U H) . 
^n^m^i()^$>^) > 5j^U (a!-S>TyT;J7U;i/mx;;^-5";|/) :'5:£3&W*b 
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^^M'f4#^it«. D-#:/'L-#: (^;i//^;V%) 7 5/2 5 2 5 
10 y 7 5 <Dm.m(Dh<D7f)m^V^^o il(DD-#:/L-#: (^;i//^;i/%) ti. 

#t;ij^6 0/4 o~i?9 3 0/7 0 (Dmm<D%(D-fy^m,m-^n^o 

0-^1 0 0, 0 0 0, $f^b<J^^3, 0 0 0~I5 6 0, 0 0 0, $ & 

^f*b<i*^3, ooo~i>j5o, 0 0 0 (Dfe©/&^ffiVie.n'5. 

15 *fc. («»^i^^>^«/i^¥±^:^^a) 1 . 2-^4. 

0;?>WSI><, 5~3. 5/&^*#{C$f ^bV^o 

mfi:®S (i^^A) 3^fe0ffi#^2 O-SSS 1 0 0 0 Mmol CT-T O 
5&W^b<, $ e)tC(*i^4 0-^ 1 0 0 0 Atmol (-T-r n:E;p) f)m\zU 
20 ^bV^o 

1, 110, 000, 707. 000, 455, 645. 354, 000. 
189, 000, 156. 055, 98, 900, 66, 437, 37, 2 
0 0, 1 7, 1 0 0 , 9, 8 3 0 , 5. 8 7 0 , 2, 5 0 0 , 1, 3 0 3 , 
25 5 0 4©1 5am®m^iS:#UX^I/>=&»TO^i:.bTy;i/A°-5X- 

>^^o"T h>f^:7^- (Gpc) i^mMvr^^^j :^'^u>mn<o^^m 
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-8120GPC. ^iti:b^\t^mmmm\Z^^) . GPC:^7^AKF80 

4LX2 (BHfp«xM) ^i^mv. ^mmtvx^ un-^)VA^m^^^o m 

m\-ilm 1 y/m i nTfrOo 

(v/v = 4/'9 6) ?M?lK2m U;i^j§|b, 0. OlM o-nhn:7x::: 
;i/ 1 H ^ >i^mi£ (ONPH) ( 5 Nmm/Tir h- h UJV/XiJ'y 
10 -;i/=l. 02/35/15). 2 mliiO. 15M 1 - X5^;i/- 3 - ( 3 

y-;i,= 4 v/g 6 v) 2 m 1 ^Jn;lT4 0"CT3 0 ^-Kf&^lii't^^i^^ 

^*T^o BS^Tfc^fe (4I1I) bfett, r-febxhu;i/2mi-ej§Mb. o. 

5 mo 1/1 (5!)x^y-;i/'[l7m^t:;*fU -^A^ll^lm 1 &io;lT6 O^T 
15 3 O^S^S^iir^o 5 N^m^b:^ h U A7K^^T^^bT Y 

A (/cm) ^?ij^-r-§>o Dh-%myi^mm^mmmntvi:. ^<d 

mmtl)V^^^^}V&m Cmo l/L^T;i':^rU?^^T^86. SfcONPH 
^^;i/'fb^TDL-S.^ti H^>^F^:bfe^^®5 4 4 nm^3te^?£ B 
20 (/cm) iT-S^^^ M'&^^om^SK* (^'^A) $>/t 0 Oillf 

; V « o ^ ; V » « T © ^ ^ T ^ 86 e> n ^ o 

[COOH] (mo 1/g) = (AYC) / (WB) 
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mmmm.7i^Mm^ mm^Q 1-28521^) $>^\^^\t^^^}^^^v n 

5 ij H^(5r)^4^>?XX7^;Ht;'&#I>^»^e>®MI«^fflVifcPi3^M'& (Encyclopedic 
Handbook of Biomaterials and Bioengineering Part A: Materials, Volume 
2, Marcel Dekker. Inc. 1995<¥) TSgjitT^^o t&IS(b^» OMM^:^^ 

^y^LX\,^^t.},tmBm^7i)^^ E P-A- 0 8 3 9 5 2 5-^iCf3« 

#:j \-±{^^(Dmmm m^ummmm,7KMm'^m. ii^mme 1-28521 

Tween8 0. HCO-6 0. ^^)V-t)Vu-:^. r}V^>m.'rV 

itmm. mt-^hv^j^. ^y-h—jv> v;i/tfh-;i/. ^]^^m-^^)f3i 
20 ^^mmMiii^> mmzmm-v^^^m'i^mHmt'r^o 
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^r^. mmmM<Di^^m\t. lhrh^w#:t:3'-;^ h'bb<«T>iS'=r 

5 r^\t^(Dm. <i:r)m^L<mm^j ^-y'uuv » o^m. m^. lhr 

k^yi^, :/iS'. "^i^, 

S&HBMjfiLiifi?Li&#>lc 1 m&rzK>^-¥mhLX. mo. 0 ImgfSii^^V 1 0 Omg 
/kg#:«. $f «*?J0 . 0 2mg;^Vib 5 Omg/kg#«, $e>fc$f*U< 

15 «0. 0 SmgfjiV^V 2 Omgykgi$im(Dm.m:^^^M:^M^<^t^^X^^o 
^fe. MIBM^J^i^lt^Jt LTS#T'5>«'&. ^A0M5ililS©ffi# (#: 
aeo'kglc^b) JC:feViT«> — IlItC':3#LHRH^W#:T::f:nx h'bb 

20 0. 0 lji>>e> 5 Omgg^, $f*b< ^A^O. 1 y5> 6. 2 Omg@S. J; 0 
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LHRHg^#:T::f::iX h'bb< JlT>i5'3*:-X b (0i|;lt:iLHRH^^#: 
Trf-;^h. ^*b< Ua.-:/Di/U >*:fctt^©it. d;D0*b<«i^ 

mmzi^-^-rnu^^^^o 

izJ:.fD. 

(1) LHRH^^#:T::f::i7. b b < ^iS^ h:fe > 

20 (2) mm<D^^ im'M. mm^sia) izmi^x. LHRH^^i^7zf:=.7.h 
>^^i^rz!::i7.hti¥mm^ibm^^mmmm^m^T^z.tiz^fo. 

(4) LHRH^^#:Tri':^X b b < «T >^ - X b*5j;tXT>Fn^ 

>^^#:7'rfzi:?; b Li^mm^-^^mfs.^mmmm^m^-r^zL^i,z^r). ^ 
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>^mi$^T:^:=-X h tmmmmh^mmr^^t\Z^K>. Add-Back 

(7) LHRH^^#:T=f:=:7. ht>b< «T>i5':i:nx h*5ci:tJCT> FO^ 
>^##:Tn^:nX h hmmm^^^mmt^^tlZ^V)^ MAB (Maximum 
10 androgen blockade) lKfe;J>mtg<h;^§. ta^omtirc^M^m^ ^ ii-A^-V^ 

So 

Ad d - B a c k!^^<hf*. LHRHS^#Trf-X h (^^# cJ: D Jfil4' 

f^m:^m^^^Oo ^tl^XAd d -B a c k^J«M PS^{Ccfc D . 
20 OidWSbVio 

fc8?)©^#e5*^abSVi}^LHRH^^#:TzfX7. h U < fAT >^ :3*X 
25 D^*>$#||-rs^&3^fe^Vi5o 
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tVX\t. mX\t. (1) LHRH^^^*:T:^-X h'bb<«7>i5'::f-X 
ft&n^-^-'CDM^J©^^. (2) LHRH^^#:T::f::iX h t)b<JiT> 

^j{bbT#&ns2aom^j<^inf— i9;#«i^T(7)i^Bt^#> o) lhrh 

^X(Dmmm^^^^X<D^-^. (4) LHRH^^#:TrfnX h'feb< tiT 

mMihvxnBti^ 2m<Dmn(DMiU^^-^mmx(Dmm^-^. (5) lh 
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10 ^^Ms ^m. ^.nmmtvx. mn^x\t4¥mom mm. mm. m 

15 mnnz:i^n^mmm. mnm. m-^m^BLnmrnm. ^^^mm'-^mM\z:^n 
n^o Miz'^-m\zj$:^v. mn(Dmmn. ^i^^ti^j; m^m. -wmm. ^mm. 

m^nt.\^X\%. M;lt^X5"TU >mVi^:!^->r>A, X5^T U >m:*;i/~> 

25 P— 5j^u tT— ;nf p u ^y-zfy. ymm. if^5^>> 
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44 

}lv®<b^J^:bT«. 'a^ii;lt^XT-TU;l'h UXi5^y-;i/T^ >^ ^^^Jjvm 
10 m:^^U^A^ ^'i7U;i'T^ y T'D t!:^>m. l/->5^>. :^<b^>1f;^::3n 
15 ^^/&^'fflv^e)n^o 

iFSi^b^JibT^. W^X\t^\^^m^ D-v;i/Hb-;i', ifeit;:^- h u 
trtm^b^Jt bT«. «»J;^J^Mi5iEm:^> TXn;^!'^^. Q!-h3:7xD- 

25 ;v^7&^fflVie>nSo 
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45 

$ ^ 1^:^ <D^W»T <fc o 

10 #ffi^«> m. V^-y (Iween) 8 0 (Th^XA'j7 

iS^-am, ^ffl) . HCO 60 (H3fe^r5:^j;i.XiS) . 5j^Ux^l/>i^U 
;i' Jl^ ^ 5^ ;nz:;i/D T;v^>m^ h U A> t Fn^->yn tr;v 

\f.u-mMB.±Y^)t7 2^m > (M. 5j?uy;i/^-b 8 o> v^^n 

^>-j)vr)vu—)vm') uEhmziK'^^mmz. *§vifi:tu-:/is. 
^mzmm. mmh^\^^n.^it\^'zm^^^mz^i^\^. mmnhT^^iz 

25 ifi-V^^o 
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S5c14Sa^J CD Tm? ^ -3 T ck . 

'[4y;i/S5^J<hbx«. -fe;VD— bx-;i/a;& 
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10 ^ot;I/;^7 U^Mlt> :;?7;V>"^A. •Ti^:^;->'i7A;^^©T;i/;^3 U±^^®l&. 
i^lti^J^t'©#fM^©«^«0 . 5-5 0 w/v%. $fSb< «3~2 Ow 

ait^jfs pHi^0^j©^iintcJ;D 2-1 2$f^b<Ji2. 5 — 8. 0 
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48 

« L H R H Yu'-xh^Tc \tmm m <h mm iz^v ^Mmm 

10 •^iE>\z0^m^mm-^mmtvx^mx^^^o\z. mm<Dmmm^H^v 

r^mMtvxh^i^K 

mmm^'^/vx^^m^mm\z^y)^yfm^mn'^mm^^v^-u^ 

(DmmMx^mvxtii^^^.m-mmm-^m^v^^o m^u. ibiihis#M(d 
15 mnl&^m ^iS[ttM3^l * L. o 

20 JVm^m^^. ^5^;V^^i^U l/-h^M'&#:. X h4^>'X5^;V^ iJr U W 
a-&#:, 33^UTi^U;H?. :^^J ^i^^OJVm. :^ i^ ^ V JVWtT )V^)VT ^ }^ 

^:/hRS-100. RL-100, RS-30D. RL-30D. RL-P 
O. RS-PO (7^^JJVmx.^)V ' ;^^y^^J)im^^)l^ ' :^i$^7i7V)l^ 
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3 0D '(^^T^ • T^J' u;n&x^;i/^a^#:) uEcD^-f \^ 

10 LV^o 

— 3i^V— (Carbomer) 934P, 940. 941. 974P. 
980. 1342^, #U ;l/ (polycarbophil) . ;i' A 

U:?!j4?->''^';1/ (carcium polycarbophil) (Miaj^Viftl'b B F U 
15 > A-l' fc'Xy:3- 103. 104. 105. 304 (l^^-rnfefa 

25 0 % (w/w) . $f^b<f^*9 3 5 75:Vib^8 0% (w/w) . $e.Jc$f*b<fi 
^4 0;^Vib7 5 % (w/w) . |0iH45l^U V-©-^W^«^3;^Vib^3 0 % 
(w/w) . $f ^b<«^3;^ViL.J^l 5%(w/w)'r^§o ^M^i«^7Ktti^S 
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^5 0 %(w/w)£^T. $f*b<«*>J5~^40% (w/w) . $e.lC$f*b<J^ 
^5-^3 5% (w/w)T*^o ;iCl-eMiB% (w/w) «l2&^j^J^y&^e>^i« (^J^ 

2, 0 0 0 Mm. ^ &(::^*b<«^5 0 O/^V^Ui^l , 4 0 0 AtmT^So 

' fs^mi^M. m^n\. mnm. ^&<mm^m^i'. m^rnvmi^m 
m.m. Mmmm^^fsi^iz^iomm-t^o 

m<DM^^M^t. mo . 5tSi\^^Vm9 5 % (w/w) , $f S b < 5 . 0 
h^Vm8 0% (w/w) . -^iEiizU^VKIftmS OUl^^Vmi 0% (w/w) -vh 
20 ^. 

m\z^^n^mmMtvxn. mx^^BW^ -r^-i — 
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^smSft l^n=^->:/D tr;nr;i/D-x (l-hpc) e.n^o 
m^-^nt^%(Dfflmmx^. ^(D^i^m.^%ytm i o o nmts.\^\^m i , s 

15 0 0 /^mT^^ feO;^>W*bVio 

20 :^.->yn t!;v^5^;i/-fe;VD— x^ b Fn:^^->yD t!;wir;i'n— X)&^fflVie)n 
^E5^^Jtc:ii^^'ft:^JiDT7@Sl^, ^'x>m. riA^S^m, :7T;i/m> 

^(D^m.m\t.m\z^\^xmifs.\^'^mi ^% (w/w) . $?^b< 

«*«H;^l:»b^l 0 % (w/w) , ^^\zB^\y<\-i.m2U\^Vm^% (w/w) 

25 -rafe^o 
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II. mo^Wi'^wz^^^m. 

mui'vm^nfz.m^. mui^'^m^^^ikxs pH^^it^i^int^jfu-^ 
m9o% (w/w) , itf^vKum^ui^^vms 0 % (w/w) $e>tc$f*b< 

UmSfSilf^l^ 3 S % (w/w) T3&-5o 

n\tmmmm^\zm.mMm^^<\:,(Dr^ib^zm^m. ^'x.>m^ nA^^^m. 
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5 V^. 

HI 0 l?^<i:) ^ ^y:=-=L^^. ^y-V-)V. fe^^TK^-fm, 

20 ^«tC*fbT> MAt^^4. 5~J^9 9. 4w/w%^ ^if * b < 2 0 — 
|^J9 8. 5w/w%. $ Si;i^ff*b<ti^3 0~^9 7 w/w%-??a5§, 

^9 5%. $f^L<«J^l~l«J6 0 %(D|gffl:;J>>e>jt:i:M^t-^ei^J&^^"^^^o 

y^A mUMffp^. ECG- 5 0 5). i^D7.;^j;v><a— KU >:7A (m 
Mitm m) T^z^VJV). i^nX3l?tfH> BASF 
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mihf^ (^) M> PCS) 5^c?:^/0^^fflv>e>n. m^.\t7i^tmmhx^7i^. m 

10 1 5 w/w%Tfe§o 

f3i^\ts m^m m^^t. ^^m. mnt<i.a)> mmm. mmn\. mmm. 

p— ;i/:feJ:tX7j?U fx;Hf P U F>75:i:*W*b<fflVie)n§. 
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^^mm^ik/vxm.^t)^x^-^-r^mntvxhJ;:<. ^rcnm^to)^ 
*^;5Vi«M. mmmmMmii^\z-'D(Dmu^-^mm mm.m. m 

-r^M^jj&wsbVi, sfe, mnm. m^mim. ^7Ki4m#:> 7jc^mtt4?u 

^-g-^ b T T J; o 
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mitrnti^x^tm^t-Th^j-^A. yji^ h-x, h-;!/. 

t: Fp^v-yp tf;i'^^;i/-fe;i/p-x>53^UTi;7 ^J;^m^ T;v=^>mti. 
15 -^"y^y. *;i//j^^i^^^;vii;pp-x. jJ^u k'x;i/tf p u >j^ux5^ 

bfe^K^J. ^3S<b^J> ^7jc14S#:. 7K^t!ci44?U-x'-, ^^fd^J. «fe^J, 
<D tif ^ id :fe V i T iK> M jiS D tK ^ T ; w 3 — ; 1/ :^ ^ © ^ ^ ffl V ^ T Jp S • ffi ii $ 
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mw'^Mm-^'i^xic&sOy ^ j\^At-r^o $e>(c> rjm^j. ^^^j. m^t^ 
5 ih^j. ^wm. m^M. wmn^ -^^^mysiaomMm^im^x^ji^^^^o 

;i/ A tciga^ ©#14 ^ ^ § J* U > ^ U n >^ □ tf 1/ > ^ U 
10 ^-yv-\^i2iE(Dm.^m^xm-isim-^ ($f^b<tii o~i o o o^^^ 

rh^n. e. tJ^^t:::^ ^ An (psyi WM^m^^ yn^ix Eomm'^^ > a° m.;^ 
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U X -.T > 1^ -X^ ^ — ;l/ F D & C 2 & IJ^^ F D & C 1/ 

mz^^-^^ytiiE7()^^i^n^. m^r<i^'k^'^7.^y^nithx\t. m^m. 
^hv^A. -i^y^mmm. -y^uy'^xh^jy^mit-^m. WLmmmm 

25 ^Mizitmnmo. i-^ms omm%>Bi^i^<umo . i~^3 omm% 
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tt^R^jcDm^j^^i-^-r^'^wM^^ ^0. 0 i-^mi o*«%, §f*b< 
j*i?ji-'^5a*%Ta5'5o ^mim<Dmm±mzM-t^^^m\t,. mo. 
i~i^9 oa«%, §f*b<j*, ^1 o~^7 oa«%i?fe^o m7jci4m^ 

1~^3 0S«%> $fSb<«J^l 0-15 2 5B»%TS^o ^^^ftl^Jom 

A, #:«^6 0kg) -AS^cO, ^t^ffl^tf^ibT. ^n-^'tll 

20 0 . 0 1 0 0 Omg/kg, $f^b<^^?^0. 0 1 -$5 1 0 0 mg/kg. J: 

t)Sf^b<«i^O. 1~^1 0 Omg/'k tDt>ttl5 0. l~^5 0m 
g/k g^, 75:^^Tt>*51. 5-^3 Omg/kg^ 1 B 1 IhI*> e,|^liIiC:a^ttT 



wo 03/075958 



60 



PCT/JP03/02783 



LTffl^, rztx\tmQ^^-vm%wjmi k si^M^rcDmo. 001-2 

0 0 Omg. ^^L'< t^l?J 0.01~500mg> ^ e> td^f ^ b < m 0 . 

5 i~i 0 omgi@s-^$>D. ^Ln^m"^ iBi-4mz^nxm^r^o 

t-S«^. LHRH^^#:T::f:=.Xht>b<lir>i5^rf::^X h^^XST>\^ 
n-i/*>^^#:Td'nX h^^-^b^/t^, 1^-1 012^1*1. $f^b<«l 0^ 

S^tcllb, B^-^-r^^f S^-^. I UP AC- I UB Commission on 

25 Biochemical NomencIaturetCi:^K§^ab § ViJ*^M:5^K=i-*5tt^tiffl0§-^t- 
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10 



15 



20 



25 



BJ^ b fcC frt L #: O <h T ^ 
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15 



Fmo c 
CI - Z 
B r - Z 
B z 1 
C 1 2- B z 
T o s 
HON b 

HOB t 
HOOB t 
2 . 3 
M e B z 1 
Bom 
Bum 
T r t 
DNP 
D C C 
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2 , 6 -z^^ un^>z^)V 



. 3 _ t b*p:^->- 3, 4 ->?t HD- 4-:t^V - 1. 



m\zmm^ itiib^^j^uam (ss^i^r^-^*: isooo) (51. eg) 

25 MJ^i^L-ffc (la^l^ : ^ 6 0 0 0 r pm) IS'CfclS^bfco ZLtl^ 
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u-m^mit) ^fflvi, s.^'^-cD^mmtmi o o o r pmT?L'fbufeo 

10 g;&n#^nj^Co 

(1) ^d4^v:7x>' S.Omg 

(2) ^M 2 0.0mg 

(3) ^^7K i^S2mlt-rs 

15 'TTshT.'TUy 5. 0mg^J;rX:fei^2 0. 0 mg^MW\^\Z.mm^ ^ ^ 7K^ 
iJP;lT^S2. Oinli:r§o ^M^^iib. i^M^ff^TiC 2 ml<Z)T >y;UlC 

(1) hX5^P> 5 Omg 

20 (2) h-X 3 4ing 

(3) V^'^UUzymm 10- 6mg 

(4) hi^^rPrn (©0 4^) 5mg 

(5) X5=-TU>m"7i^^>^'^A . 0. 4mg 

(6) :j!j;U3!^^->p^9^;v-fe;WD— :^:^-'^>'^-^ 2 0mg 

25 tf- 1 2 Omg 

nmz.'^\^^mu (1) ~ (6) ?riiat-j;DtT^b> 

^5^M4 y>b'P^>^^#:T:J::i:=^ Hi^^^ttl^ (LNCaP-hr cfeJcIJ^MDA 
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PCa2b-hr^aa^) (D^^L 

LNCaP-FGC43 cfcti^MDA PCa 2b^ ^ T > P ^ > ^1^^=^ Tcmmm 
(LNCaP-FGC«RPMI 1640+103; Dextran Charcoal (DCC)-Fetal Bovine Serum 
(FBS)> MDA PCa2b«Hain's F-12K + 25 ng/ml cholera "toxin + 10 ng/ml EGF 
+ 0. 005 mM phosphoethanol amine + 100 pg/ml hydrocortisone + 45 nM 
seleniou5 acid + 0.005 mg/ml insulin + 20% DCC-FBS) tt'TJg^bfco ^ 

c^m LNCaP-hr (7 > \^ y^m^Tcimmm-^Gommmm) 

LNCaP-FGCiaj}S^24;A::7°l/— h 1^40000 eel Is/mL/wel l^eit^. MB0.0l75>e> 

iong/mL(D5=-x h7.^u>^muv. mmBmzmmw^^mmvt^o ^tc. 

MDA PCa 2b-hr (T> H n^r'>^|^Vifci§^?^-e61ilF^i0p) ^^nWhfCn 
2b i|fflBa^247t:?'l/— h^-40000 eel Is/mL/wel 1TSI#^ M H 0. 1:6^ e> 100 ng/mL 

m^) LNCaP-FGC*5<kt)?MDA PCa 2b©Ji^J*xX hX-r O >lC J; DMll^n 
C01, 2] o LNCaP-hr*3i;tJ?MDA PCa 2b-hr mf^<Dmm\t^ 

Xh7.y=-a>},z^VWM-^tirc mi, 2) o 

©iRi±. Mmm(Dmm^(Dmnrcm^^'<^^^^'^^'^^^« 
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1.1) LHRH^S#:Trfn7. h t>b< «T>i5^:^:=.7. hSfe^-^Ol^i 2) 
5 2. LHRH^^#:T:fn7.Hj5^U^-:7'ol/U>T*S»^3Sl|Bm®m^o 

:t^->p<bP>x XiJ^y ^/P-;i/> >'^lf3i^-;V. :t^1i->HPP>. 19- 

hx^pv^ y ^i/Xi^' > bPP x5^;i/xx h.i//-;v^cJ;r/y 

15 i^T^S»^3S3|Bm<Dm^, 

5. T>HPy>^W#T=fxX h/?>^^#X7=-P-r F14T> HP^>^##T 
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Hti3iJ3i0 O ^ S «?&I^^J o 

14. XT-n-r h*14r>Hny>^^#:T::^:=iX h:^^ 7^tHnxfcfT>H 

p^Xi^'/P^, :t^i/^X7=-P>. p< > H PXt^-/ P :7;i/:t^ 
>/;J^X5=•P>^ i^PP^X hX-7='P> T-fe^— hx^^yP> 

:t^>'^hp>. x^y\/p— !7^if3j^— :r^lJ->FPP>. 

1 5 . T> FP-i7*>^^#:T::ixx h)&^#X5^P-r Httr> FPy>^^#^ 
Trfx7.bT2fe§«:^3^1 liam^j^J. 

16. #^x^p-r i^py>^^#^Trfxx h^rc\t^<Dm.^^^v 
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t*^(D±i(D*^«iT> Ho^>^^#:T3fr.X h*fe}l^(Z)^0^^« 
2 1. Iif?Hl!ltyfC^bTLHRH^##:Tn'-X h'feL< fiT>^rf-X h^ife 

2 3. Pi?Li!l#JJcMbTLHRHS^#:T3''xX h b < «T >i57 rf- X h^;^ 

20 2 4. 1) r>va^'>Mm^^(DmiLmmmm\zT>vuy>^s^ii^7::i 
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25. 1) y > Hni<^r>g^#:T3'-X hS;^cti^CO:^ai 2) LHRH^^#:T 

2 7. 1) XX hn>Jr>iS^^14(D?LJg*fc«^^KJSfflJiaiCX7. hay>^ 
T^iS^nf:^^ h:fe<fcrJ?^xx bn^'>^/&ie.MJ^n§ 1 %V<},t2(Di\:^ 

2 8. 1) XX bn>i^>^##T:=fx;^ hS:rcJi^{D:^t 2) LHRH^##:T 

zfxx h t> u< tiT>i?^:^xx h^Scfcrj^trtxx hDy>^)&>e,Mt^n§ i 
^L<U2<Dih^m^rcu^<Dmii^^M.\zm^m^-¥'r^mi^m2 1 ts 

2 9. 3 ^^/^Vib 5^©Si^Sj^^J-S-^^*^0#A^»^:«2 8 13m 

3 0. #te^ttM3tM(D^E&S:^«?&'^^^J®m5gJ::^tt'ST> HP<J7*> 
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• Dy>^##T::fr:7. ^S;fe«^Oit(D^ffi- 
3 3. l') LHRH^W#:T::f-X h'bb< «T>iS'::f^X b*fet«©^<t 2) 




mmtmm (mm 



INTERNATlOlflVSEARCH REPORT 



lull iil^MIl iilmii I III 

PCT/JP03/02783 



A. OLASSIHCATION OF SUBJECT MATTER 

Int-Cl'' A61K45/00, 31/56, 38/04, A61P5/24, 35/00, 43/00 

According to International Patent Qassification (IPQ or to both national classification and IPC 

B. FIELDS SEARCHED ^ 

Minimum documentation searched (classification system followed by classification symbols) 

Int.Cl'' A61K31/56-31/585, 38/00-38/58, 45/00-45/08 



Documentation searched other than minimum documentation to the extent that such documents axe included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
BIOSIS(STN), CAplus(STN), MEDLINE (STN) , EMBASE(STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 


WO 90/10462 Al 


(ENDORECHERCHE INC . ) , 


1,3,4,6, . 




20 September, 1990 (20.09.90), 


8-10,32,33 


Y 


& AU 9052819 A 


& AU 9455131 A 


2 


A 


& AU 669767 B 


& ZA 9001847 A 


5,7,11-17, 




& EP 462189 Al 


& EP 462189 Bl 


30,31 




& HU 59836 T 


& HU 221589 Bl 






& JP 4-504848 A 


& JP 2959838 B2 






& NZ 232870 A 


& NZ 244499 A 






& IE 62715 B 


& DE 69022722 E 






& ES 2077675 T3 


& US 5550107 A 






& XL 93693 A 


& CA 2050291 C 






& PH 30747 A 







pq Further documents are listed in the continuation of Box C. See patent family annex. 



* Special categories of cited documents: 

"A" document defining the general state of the ait which is not 

considered to be of particular relevance 
"E'' earlier document but published on or after the international filing 

date 

"L" document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

"F' document published prior to the international filing date but later 



"T* later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or thcoiy underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y* document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a peison skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
10 June, 2003 (10.06.03) 


Date of mailing of the international search report 
08 July, 2003 (08.07.03) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form P(jr/ISA/210 (second sheet) (July 1998) 



INTERNAHOi 



'r4|li;£AR( 



CH REPORT 



Internd^^^ application No. 

PCT/JP03/02783 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



Y 
A 



EP 413209 Al (ABBOTT LABORATORIES) , 
20 February, 1991 (20.02.91), 
& AU 9060286 A & AU 9457892 A 

& AU 672474 B & HU 54387 T 

& NO 9003455 A & JP 3-101695 A 

& PT 94924 A & CA 2022444 A 

& US 5110904 A & US 5300492 A 

& CA 2022444 C 

WO 96/40150 Al (MERCK & CO., INC.)/ 
19 December, 1996 (19.12.96), 
& AU 9659841 A & EP 833641 Al 

& JP 11-507050 A 

WO 00/57892 Al (PIERRE FABRE MEDICAMENT), 

05 October, 2000 (05.10.00), 

6 FR 2791573 Al & AU 200036631 A 
& BR 200009445 A & EP 1165108 Al 

& EP 1165108 Bl & CN 1346277 A 

& JP 2003-504306 A 



1,3-10,32, 
33 



1-17,30-33 



1-17,30-33 



US 4472382 A 
18 September, 



(ROUSSEL UCLAF) , 
1984 (18.09.84) 



1-10,32,33 



& 


us 


4728640 A 


& 


us 


4743589 A 


& 


US 


4745102 A 


& 


us 


4851386 A 


& 


us 


4981842 A 


& 


us 


5189021 A 


& 


us 


5389613 A 


St 


us 


5688769 A 


& 


us 


5712251 A 


St 


BE 


885308 A 


& 


FR 


2465486 A 


Sl 


JP 


56-55315 A 


& 


JP 


61-118324 A 


& 


JP 


62-37018 B2 


& 


JP 


5-9128 A 


St 


JP 


5-9129 A 


& 


JP 


6-65093 A 


& 


JP 


2761988 B2 


& 


ZA 


8005791 A 


& 


AU 


8537269 A 


& 


PH 


27953 A 









Fonn PCT/ISA/210 (continuation of second sheet) (July 1998) 



INTERNATKO] 



SEARCH REPORT 




j^Pin^lication No. 

PCT/JP03/02783 



Box I Observations where certain claims were found unsearchable (Continuation of item 2 of Grst sheet) 

This international search report has not been established in respect of certain claims under Article 17(2Xa) for the following reasons: 



because they relate to subject matter not required to be searched by this Authority, namely: 
The inventions as set forth in claims 18 to 29 pertain to methods for 
treatment of the hioman body by therapy - 

Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specincally: 



3. Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box n Observations where unity of iuvention is lacking (Continuation of item 3 of first sheet) 
This International Searching Authority found multiple inventions in this international application, as follows: 
(See extra sheet.) 



1 . As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2. [jx] As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. I — [ As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those daims for which fees were paid, specifically claims Nos.: 



4. I — I No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest | [ The additional search fees were accompanied by the applicant's protest. 



1. [x] Claims Nos.: 18-29 



I I No protest accompanied the payment of additional search fees. 
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Continuation of Box No ,11 of continuat ion of first sheet 

The requirement of unity of invention in international application 
(PCT Rule 13.1) is fulfilled only when there is a technical relationship 
among a group of claimed inventions involving one or more of the same 
or corresponding special technical features. The expression ^"special 
technical features" shall mean those technical features that define a 
contribution which each of the claimed inventions, considered as a whole, 
makes over the prior art (PCT Rule 13.2). 

Concerning claims of the present case, the inventions as set forth 
in claims 1 to 10, 32 and 33 (hereinafter referred to as ^^the invention 
group (1)") have a common matter 'Msing as a drug for preventing or 
treating diseases a combination of 1) an LHRH receptor agonist or 
antagonist or a salt thereof with 2) an androgen receptor agonist or 
its salt", the inventions as set forth in claims 11 to 15 and 30 
(hereinafter referred to as '"the invention group (2)") have a common 
matter ^^using an androgen receptor agonist or its salt in preventing 
or treating bone-metastasizina prostatic cancer", and the inventions 
as set forth in claims 16, 17 and 31 (hereinafter referred to as ^^the 
invention group (3) ") have a common matter "^using a nonsteroidal androgen 
receptor agonist or its salt in preventing or treating prostatic cancer". 

However, it had been publicly known before the priority date of the 
present international application that an androgen receptor agonist or 
its salt is usable in preventing or treating prostatic cancer (for 
example, it is stated in WO 96/4015.0 Al (MERCK & CO., INC.) 1996.12.19 
that ^^testosterone" which is one of ""androgen receptor agonists" is 
usable in preventing or treating prostatic cancer) . Therefore, neither 
""using an androgen receptor agonist or its salt in preventing or treating 
a disease" (i.e., the matter common to the invention groups (1) and (2) 
as well as to the invention groups (1) and (3)) nor ""using an androgen 
receptor agonist or its salt in preventing or treating prostatic cancer" 
(i.e., the matter common to the invention groups (2) and (3)) can be 
regarded as a ""special technical feature". 

Such being the case, the claims of the present international 
application have three groups of inventions, i.e., the invention groups 
(1) , (2) and (3) . 
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